Synopsis: Ayyoub and colleagues show that MAGE-A expression occurs primarily in squamous tumors and is correlated with high tumor grade and poorer survival, whereas EGFR and KRAS mutations occur in adenocarcinomas but not in squamous tumors, with KRAS mutations associated with early-stage disease and better survival.
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ABOUT THE COVER
Cancer immunology research on the fundamental elements of T-cell and NK-cell biology, including the mechanistic basis of antigen recognition, activation, proliferation, and survival, and the signaling pathways that govern immunity against tumors, has informed the design of therapeutic approaches to augment the body's natural anticancer immune response. Each T cell expresses a unique receptor that recognizes a specific antigen in the context of a specific MHC on a target cell. Engagement of a TCR by an MHC-peptide complex transmits a signal (signal 1) that is not sufficient to promote an effective T-cell response. Sensitivity of T-cell recognition is refined by binding of CD4 and CD8 coreceptors expressed by two major T-cell lineages: CD4 expressed by T-helper cells and CD8 expressed by cytotoxic T cells. However, coreceptor engagement is necessary but not sufficient to provoke full T-cell activation and acquisition of effector function, which requires signals transduced by costimulatory receptors (signal 2). CD28-B7-1/B7-2 interaction delivers an activation signal while CTLA-4-B7-1/B7-2 interaction delivers an inhibitory signal, and the balance of these signals is critical for the development and function of both CD4 T-effector cells and T-regulatory ( To request permission to re-use all or part of this article, contact the AACR Publications Department at
